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(S) -2- (4 '-Bromo-biphenyl-4-sulfonylamino) -3-phenyl- 
propionic Acid 

(S) - (4 ' -Isopropyl-biphenyl-4-sulfonylamino) -3-phenyl 
-propionic Acid 

As matrix metalloproteinase inhibitors, 

the compounds of Formula I are useful as agents for the treatment of 
multiple sclerosis. They are also useful as. 
What is claimed is: 

8. A compound of claim 7 which is (S) -2- ( 4 ' -bromo-biphenyl-4- 
sulfonylamino) -3 -phenyl -propionic 

acid, or (S) - (4 1 -isopropyl-biphenyl-4-sulfonylamino) -3 
-phenyl -propionic acid. 
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L3 ANSWER 17 OF 28 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B . V. DUPLICATE 7 
AB The mechanisms leading to hepatic venoocclusive disease (HVOD) 

remain largely unknown. Azathioprine and monocrotaline were studied as 
° f a series of studies looking at a variety of toxins that induce 
HVOD to find common features that might be of pathogenic significance In 
a previous study, dacarbazine showed selective in vitro toxicity to 
sinusoidal endothelial cells (SEC) compared with hepatocytes and a key 
role for SEC glutathione (GSH) was demonstrated. Murine SEC and 
hepatocytes were isolated and studied in culture. Azathioprine and 
monocrotaline were found to be selectively more toxic to SEC than to 

Hn^° Cyt K S - T !l%^ 1 ! t i Ve resistan ce of hepatocytes to azathioprine was 
due to enhanced GSH defense: hepatocytes exposed to azathioprine 
maintained intracellular GSH levels better than SEC, particularly when 
supplemental GSH precursors were added, and hepatocyte resistance was 
completely overcome by depletion of intracellular GSH. In contrast 
monocrotaline toxicity in hepatocytes was largely unaffected by depletion 
of GSH, which suggests that selectivity of monocrotaline for SEC may be 
attributable to differences in metabolic activation. Both compounds are 
detoxified by GSH in SEC, as demonstrated by enhanced toxicity in the 
presence of buthionine sulfoximine (BSO) and attenuation of toxicity with 
exogenous GSH. SEC GSH levels were more than 70% to 80% depleted by 
monocrotaline and azathioprine, respectively, before cell death 
Azathioprine and monocrotaline are selectively toxic to SEC- the 
mechanism 

of toxicity in the SEC may be caused by profound GSH depletion. 
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AB Monocrotaline (MCT) , a pyrrolidine alkaloid, is a prototypical toxin 
that causes hepatic venoocclusive disease (VOD) . An import^ 
early event in monocrotaline-induced VOD is the mimr-H™ „^ • ^ -, 

endothelial cells with subsequent dissection'"? tnTsinusoidal ining' 
which embolizes into the sinusoids. These events precede the clinical' 
manifestations of VOD which occur 72 hrs after MC? treatment The Ss of 
sinusoidal integrity suggests a possible role for matrix 

160mg/ k g MCT i| ol day O.WSSbfSi studfes^t "ere^ven 
15mg/kg doxycycline (DOX) b.i.d. starting 48 hrs prior to the MCT 
lrTl men l- M f as ^ en >ents of MMP mRNA and activity were done 4 8 hrs after 
MCT treatment (day 2). MMP mRNA synthesis was assessed by RT- PGR and 
Taqman assays. MMP activity in liver was measured by zymography n to 
17-fold increase m MMP-9 activity was detected by zymographSon dav 2 
compared to control liver, whereas increase in MMP-2 were less ha t L 

h'igherZ'darfti:: 615 ^ RT ~ KR ^ ^an^ere^tV^fo^s 

higher on day 2 than in controls. DOX treatment prevented histoloaic 

hid littlf J™ ° n 4 ay f 4 6 - D ° X Rogues that do not iXSi? MMPs 

had little or no effect on VOD. DOX did not alter total MMP-9 and MMP-2 

MM? ynthe^r^otfthr 9 " 15 ^ that the drugTd'nof inhib t 

enzymf inhibitor condition, dissociate 

complexes and cannot detect the effect of inhibitors on enzymes These 
data suggest that in MCT-induced VOD, increased MMP-9 activUv mav 
contribute to the destruction of hepatic sinusoids. 9CtlVlty may 
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p. ' 6 represents optionally substituted (hetero) arylene, 

etc.; R4 represents, e.g., a single bond, CC, or a group represented by 

n R LZ e$ hf °P tion *lly substituted (hetero) aryl, optionally substituted 
nonarom. heterocyclic group, etc.; and Y represents NHOH or OH], 
™H 01 f 0merS/ P harmaco1 ' acceptable salts, and hydrates are prepd. as 
remedial or preventive agents for congestive heart failure in mammal. 
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193810-19-4P 
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193810- 29-6P 
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140645-36-9P 
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193807-88-4P 

193807- 93-1P 

193808- 01-4P 
193808-08-1P 
193808-17-2P 
193808-41-2P 
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193809-32-4P 
193809-39-1P 
193809-48-2P 
193809-54-0P 
193809-68-6P 
193809-73-3P 
193809-81-3P 
193809-88-0P 

193809- 95-9P 

193810- 00-3P 
193810-05-8P 
193810-10-5P 
193810-15-OP 
193810-20-7P 
193810-25-2P 

193810- 30-9P 

193811- 41-5P 
203639-65-0P 

203639- 89-8P' 

203640- 21-5P 



177583-41 
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42-OP 
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193808 
193808- 
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193808- 
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193808 
193808 
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193809 
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193809 
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06-9P 
11-6P 
16-1P 
21-8P 

26- 3P 
31-OP 
00-4P 

75- 2P 
08-8P 

27- 1P 



203640-36-2P 
220042-89-7P 

220042- 96-6P 
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ANSWER 4 OF 7 USPATFULL 

Compounds having a metalloproteinase inhibitory activity, represented 

the formula (I), its optically active isomers, their pharmaceutical^ 
acceptable salts, or hydrates thereof. ##STR1## 
2000:157443 USPATFULL 

Sulfonated amino acid derivatives and metalloproteinase inhibitors 

containing the same 

Watanabe, Fumihiko, Nara, Japan 

Tsuzuki, Hiroshige, Kyoto, Japan 

Ohtani, Mitsuaki, Nara, Japan 

Shionogi & Co., Ltd., Osaka, Japan (non-U. S. corporation) 

20001121 
19980722 (9) 
No. WO 1997-JP126, filed on 22 Jan 1997 
19960123 
19960813 



US 6150394 
US 1998-120378 
Continuation of Ser 
JP 1996-30082 
JP 1996-213555 
Utility 
Granted 

Primary Examiner: Barts, Samuel 
Foley & Lardner 
Number of Claims: 12 
Exemplary Claim: 1 
No Drawings 
LN.CNT 3197 

CAS INDEXING IS AVAILABLE FOR THIS PATENT 
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193807-80-6P 
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193807- 95-3P 
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193809-12-0P 193809-13-1P 193809-14- 
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(prepn. of sulf onylamino acid derivs. 
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ANSWER 5 OF 7 CAPLUS COPYRIGHT 2002 ACS 

The title compds. R4R3S02N (R2) CH (Rl ) COY [Rl = (un) substituted alkyl, 



- 2 NHnS # nif yl# etC -'' R3 = Phenylene, etc.; R4 = (un) substituted phenyl; Y 
7 ^ H '. 0H] are P re P d - Th e title compd. I at 1000 nM gave 97 6% 
inhibition of MMP-8. Formulations are qiven 
1999:579153 CAPLUS 
131:214280 

Preparation of sulfonamides as MMP-8 inhibitors 
Watanabe, Fumihiko; Tsumiki, Hiroshige 
Shionogi and Co., Ltd., Japan 
Jpn. Kokai Tokkyo Koho, 28 pp. 
CODEN : JKXXAF 
Patent 
Japanese 
FAN.CNT 1 

PATENT NO. 
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KIND DATE 



APPLICATION NO. DATE 
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IT 



JP 1124 
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Various N-sulf onylamino acid derivs., e.g. I (Rl = Ph CH2, X = bond, Y = 
S02, CO, Z = CONHOH, C02H; Rl = indol-3-ylmethyl, X = bond, Y = S02 Z - 
CONHOH C02H; Rl = Me2CH, X = 0, Y = S0 2 ; Z = ^ONHOH, C02H and II (R 2 = 
indol-3-ylmethyl, R5 = H, OMe-4, OMe-3, A = CH:CH, X = bond' R2 = 

QM d °J" 3 : ylm ^ hyl/ R5 = Me " 4 ' A = S ' X = bond; R2 - CHMe 2, R5 = OMe-4, 
SMe-4 A « CH:CH, X = bond; R2 = CHMe2, R5 = OMe-4, A = S, X = bond; R2 = 
indol-3-ylmethyl, R5 = H, Me-4, C02H-4, A = CH:CH, X = C.tplbond.C; R2 = 

will »l i hYl A f ? V* 02 " 2 ' N02 " 4 ' Me ~ 4 ' A = S, X = C.tplbond.C; R2 = 
^ CHMe2, R5 = Me-4, A = CH:CH, S, X = C.tplbond.C; R2 = CH2Ph, R5 = 0Me-4, 

= CH:CH, S, X = C.tplbond.C), were synthesized and evaluated for their in 
MMo r ^ rTK n activities to inhibit type IV collagenase (MMP-9 and 

MMP-2). When the amino acid residue and the sulfonamide moiety were 
modified, their inhibitory activities were greatly affected by the 
( structure of the sulfonamide moiety. A series of aryl sulfonamide 
oeriv^s . 

C °Tu- !^ ary \' tetrazole ' aitlide , and triple bond were found to be potent 
and highly selective inhibitors of MMP-9 and MMP-2. In addn , these 
compds. were orally active in animal models of tumor growth and 
metastasis. These results revealed the potential of the N-sulf onylamino 
l^SrS^r'cAPLUS^ ° f Candidate drUg for the treatment of cancer. 

128:188290 

Highly Selective and Orally Active Inhibitors of Type IV Collaaenase 
(MMP-9 and MMP-2): N-Sulf onylamino Acid Derivatives Loliage . nase 
Tamura, Yoshinori; Watanabe, Fumihiko; Nakatani, Takuji; Yasui, Ken; 
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ISfi title compels - R5R4R3S02NR2CHR1COY [Rl = (un) substituted alkyl, aryl, 
aralkyl heteroaryl, etc.; R2 - H, (un) substituted alkyl, etc.; R3 = 
single bond, (un) substituted arylene, etc.; R4 = single bond CH-CH 
C.tplbond.C, CO, CONH, N:N, NHCONH, NHCO, 0, S, S02NH etc R5 L ' 
given] n)SUbStitUt6d alky1 ' W 010 * 1 ^ 1 ' etc - Y = NHOH, OH; a proviso is 

are prepd. The title compd. (R)-I in vitro showed IC50 of 3 95 mu M 
against MMP-9 (gelatinase B) . U ' M 
1997:513624 CAPLUS 
127:162119 

inhibitors 1 ^ ° f N " sulfon y lamino acid derivatives as metalloproteinase 
Watanabe, Fumihiko; Tsuzuki, Hiroshige; Ohtani, Mitsuaki 
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188006-26-OP 193807-58-8P 



188006-15-7P 
193807-62-4P 
193807-72-6P 
193807-79-3P 
193807-84-0P 
193807-89-5P 
193807-94-2P 

193807- 99-7P 

193808- 05-8P 
193808-10-5P 
193808-16-1P 
193808-21-8P 
193808-29-6P 
193808-41-2P 
193808-51-4P 
193808-58-1P 
193808-64-9P 
193808-69-4P 
193808-74-1P 
193808-79-6P 
193808-84-3P 
193808-89-8P 

193808- 95-6P 

193809- 02-8P 
193809-07-3P 
193809-12-OP 
193809-17-5P 
193809-22-2P 
193809-27-7P 
193809-32-4P 
193809-37-9P 
193809-42-6P 
193809-47-1P 
193809-52-8P 
193809-57-3P 
193809-62-0P 
193809-67-5P 
193809-72-2P 
193809-78-8P 
193809-83-5P 
193809-88-0P 
193809-93-7P 

193809- 98-2P 

193810- 03-6P 
193810-08-1P 
193810-13-8P 



193807-64-6P 
193807-74-8P 
193807-80-6P 
193807-85-1P 
193807-90-8P 

193807- 95-3P 

193808- 00-3P 
193808-06-9P 
193808-11-6P 
193808-17-2P 
193808-22-9P 
193808-32-1P 
193808-44-5P 
193808-52-5P 
193808-60-5P 
193808-65-OP 
193808-70-7P 
193808-75-2P 
193808-80-9P 
193808-85-4P 
193808-90-1P 

193808- 97-8P 

193809- 03-9P 
193809-08-4P 
193809-13-1P 
193809-18-6P 
193809-23-3P 
193809-28-8P 
193809-33-5P 
193809-38-0P 
193809-43-7P 
193809-48-2P 
193809-53-9P 
193809-58-4P 
193809-63-1P 
193809-68-6P 
193809-73-3P 
193809-79-9P 
193809-84-6P 
193809-89-1P 
193809-94-8P 

193809- 99-3P 

193810- 04-7P 
193810-09-2P 



193807-66-8P 
193807-76-0P 
193807-81-7P 
193807-86-2P 
193807-91-9P 

193807- 96-4P 

193808- 01-4P 
193808-07-OP 
193808-12-7P 
193808-18-3P 
193808-23-0P 
193808-35-4P 
193808-46-7P 
193808-54-7P 
193808-61-6P 
193808-66-1P 
193808-71-8P 
193808-76-3P 
193808-81-OP 
193808-86-5P 
193808-91-2P 

193808- 99-0P 

193809- 04-OP 
193809-09-5P 
193809-14-2P 
193809-19-7P 
193809-24-4P 
193809-29-9P 
193809-34-6P 
193809-39-1P 
193809-44-8P 
193809-49-3P 
193809-54-0P 
193809-59-5P 
193809-64-2P 
193809-69-7P 
193809-74-4P 
193809-80-2P 
193809-85-7P 
193809-90-4P 

193809- 95-9P 

193810- 00-3P 
193810-05-8P 
193810-10-5P 
193810-15-OP 



188006-04-4P 
193807-60-2P 
193807-68-0P 
193807-77-1P 
193807-82-8P 
193807-87-3P 
193807-92-0P 

193807- 97-5P 

193808- 03-6P 
193808-08-1P 
193808-13-8P 
193808-19-4P 
193808-25-2P 
193808-37-6P 
193808-49-0P 
193808-56-9P 
193808-62-7P 
193808-67-2P 
193808-72-9P 
193808-77-4P 
193808-82-1P 
193808-87-6P 

193808- 92-3P 

193809- 00-6P 
193809-05-1P 
193809-10-8P 
193809-15-3P 
193809-20-OP 
193809-25-5P 
193809-30-2P 
193809-35-7P 
193809-40-4P 
193809-45-9P 
193809-50-6P 
193809-55-1P 
193809-60-8P 
193809-65-3P 
193809-70-OP 
193809-76-6P 
193809-81-3P 
193809-86-8P 
193809-91-5P 

193809- 96-0P 

193810- 01-4P 
193810-06-9P 
193810-11-6P 
193810-16-1P 



188006-06-6P 

193807-70-4P 
193807-78-2P 
193807-83-9P 
193807-88-4P 
193807-93-1P 

193807- 98-6P 

193808- 04-7P 
193808-09-2P 
193808-15-OP 
193808-20-7P 
193808-27-4P 
193808-39-8P 
193808-50-3P 
193808-57-0P 
193808-63-8P 
193808-68-3P 
193808-73-0P 
193808-78-5P 
193808-83-2P 
193808-88-7P 

193808- 93-4P 

193809- 01-7P 
193809-06-2P 
193809-11-9P 
193809-16-4P 
193809-21-1P 
193809-26-6P 
193809-31-3P 
193809-36-8P 
193809-41-5P 
193809-46-0P 
193809-51-7P 
193809-56-2P 
193809-61-9P 
193809-66-4P 
193809-71-1P 
193809-77-7P 
193809-82-4P 
193809-87-9P 
193809-92-6P 

193809- 97-1P 

193810- 02-5P 
193810-07-OP 
193810-12-7P 
193810-17-2P 

BSU 



193810-14-9P 

(Biologicaf (Bi ° logical * cti ^V or efftrtorr^xc^rSviMiJ 

^m y '/ D Un ? laSSi f ied); SPN Synthetic preparation); THU (Therapeutic use). 
BIOL (Biological study); PREP (Preparation); USES (Uses) } ' 
(prepn. of sulf onylamino acid derivs. as metalloproteinase inhibitors) 



=> 



L39 ANSWER 1 OF 2 USPATFULL 

AB In accordance with the present invention, there are provided conjugates 

of nitric oxide scavengers (e.g., dithiocarbamates, or "DC") and 
pharmacologically active agents (e.g., NSAIDs) . Invention conjugates 
provide a new class of pharmacologically active agents (e.g., 
anti-inflammatory agents) which cause a much lower incidence' of 
side-effects due to the protective effects imparted by modifying the 
pharmacologically active agents as described herein. In addition, 
invention conjugates are more effective than unmodified 
pharmacologically active agents because cells and tissues contacted by 
the pharmacologically active agent (s) are protected from the 

potentially 

damaging effects of nitric oxide overproduction induced thereby as a 
result of the co-production of nitric oxide scavenger (e.g., 
dithiocarbamate) , in addition to free pharmacologically active agent, 
when invention conjugate is cleaved. 
1999:72602 USPATFULL 

Conjugates of dithiocarbamates with pharmacologically active agents and 
uses therefore 

Lai, Ching-San, Encinitas, CA, United States 

Medinox, Inc., San Diego, CA, United States (U.S. corporation) 
US 5916910 19990629 <__ 

US 1997-869158 19970604 (8) 

Utility 
Granted 

Primary Examiner: Davis, Zinna Northington 
Reiter, Esq., Stephen E.Gray, Cary, Ware & Freidenrich 
Number of Claims: 27 
Exemplary Claim: 1 
No Drawings 
1842 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 2 OF 2 USPATFULL 

The invention provides conjugates of cis-docosahexaenoic acid and 
taxanes useful in treating cell proliferative disorders. Conjugates of 
paclitaxel and docetaxel are preferred. 
1998 : 98932 USPATFULL 

DHA-pharmaceutical agent conjugates of taxanes 
Shashoua, Victor E . , Brookline, MA, United States 
Swindell, Charles S., Merion, PA, United States 
Webb, Nigel L., Bryn Mawr, PA, - United States 
Bradley, Matthews 0., Laytonsville, MD, United States 
Neuromedica, Inc., Conshohocken, PA, United States (U.S. corporation) 



US 5795909 
US 1996-651312 
Utility 
Granted 

Primary Examiner; 
Wolf, Greenfield 
Number of Claims: 
Exemplary Claim: 



19980818 
19960522 



(8) 



< — 



Jarvis, 
& Sacks, 
12 

1 



William R. 
P.C. 



A. 



27 Drawing Figure (s); 14 Drawing Page(s) 
LN . CNT 2451 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



=> d 1-2 kwic 



L39 ANSWER 1 OF 2 USPATFULL 



erythromycin lactobionate, erythromycin 



PI US 5916910 19990629 <„ 

SUMM ' • • motility disorders, obesity, hyperphagia, solid tumors (e 
neuroblastoma), malaria, hematologic cancers, myelofibrosis, lung 
injury, graf t-versus-host disease, head injury, CNS trauma, 
hepatitis, renal failure, liver disease (e.g., chronic 
hepatitis C) , drug-induced lung injury (e.g., paraquat), 
myasthenia gravis (MG) , ophthalmic diseases, post-angioplasty, 
restenosis, angina, coronary artery disease, and the like. 

SUMM • - • erythromycins (e.g., erythromycin ethylsuccinate, 

erythromycin, 

erythromycin estolate, 
siearate, 

erythromycin ethylsuccinate, and the like), tetracyclines (e g 
tetracycline hydrochloride, doxycycline hyclate, minocycline 
hydrochloride, and the like), and the like) ; 

antibody therapeutics, murine MAb (e.g 
MAb 3E10), primatized anti-CD4 antibodies (e.g. 
inhibitors (e.g., matrix metalloprotease (MMP) 
inhibitors, and stromelysin) , protein synthesis antagonists 
(e.g anti-CD6-bR, anti-T12-bR, and oncolysin CD6) , purine nucleoside 
phosphorylase inhibitors (e.g., BCX-25, andBCX-14), selectin. 
. . . cimetidine, ciprofloxacin, cisapride, clarithromycin, 
clayulanate, clonazepam, clotrimazole, codeine, conjugated estrogens, 
cyclobenzaprine, desogestrel, dexrazoxane, diazepam, dicyclomine HCI, 
digoxin, diltiazem, dirithromycin, doxazosin, doxycycline, 
enalapril, erythromycin, erythromycin base, erythromycin stearate, 
estradiol, ethinyl estradiol, ethynodiol diacetate, etodolac 
famotidine, fluconazole, fluoxetine, fluvastatin, furosemide 
gemfibrozil, glipizide, glyburide, . 



SUMM 



, anti-SLE vaccine, 
CE9.1), protease 



and 



SUMM 
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ANSWER 2 OF 2 US PAT FULL 

US 5795909 19980818 

. . . Coumermycin Sodium; Cyclacillin; Cycloserine; Dalf opristin; 
Dapsone; Daptomycin; Demeclocycline; Demeclocycline Hydrochloride- 
Demecyclme; Denofungin; Diaveridine; Dicloxacillin; Dicloxacillin 
Sodium; Dihydrostreptomycin Sulfate; Dipyrithione; Dirithromycin; 
Doxycycline; Doxycycline Calcium; Doxycycline 
Fosfatex; Doxycycline Hyclate; Droxacin Sodium; Enoxacin; 
Epicillm; Epitetracycline Hydrochloride; Erythromycin; Erythromycin 
Acistrate; Erythromycin Estolate; Erythromycin Ethylsuccinate; 
Erythromycin Gluceptate; Erythromycin Lactobionate; Erythromycin 
Propionate; ... J 

. . . lombricine; lometrexol; lonidamine; losoxantrone; lovastatin- 
loxoribine; lurtotecan; lutetium texaphyrin; lysofylline; lytic 
peptides; maitansine; mannostatin A; marimastat; masoprocol; maspin- 
matrilysin inhibitors; matrix metalloproteinase " 
inhibitors; menogaril; merbarone; meterelin; methioninase; 
metoclopramide; MIF inhibitor; mifepristone; miltefosine; mirimostim; 
mismatched double stranded RNA; mitoguazone; mitolactol; mitomycin 
analogues; mitonafide; mitotoxin. 

. . . (Micrurus Fulvius); Antivenin (Crotalidae) Polyvalent; BCG 
Vaccine; Botulism Antitoxin; Cholera Vaccine; Diphtheria Antitoxic- 
Diphtheria Toxoid; Diphtheria Toxoid Adsorbed; Globulin, Immune; 
Hepatitis B Immune Globulin; Hepatitis B Virus Vaccine 
Inactivated; Influenza Virus Vaccine; Measles Virus Vaccine Live ■ 
Meningococcal Polysaccharide Vaccine Group A; Meningococcal 
Polysaccharide Vaccine Group. 



=> 



28006 PROPIONIC 
5473436 ACID 

7807 ACIDS 
5479119 ACID 

(ACID OR ACIDS) 
LI 27829 PROPIONIC ACID 

(PROPIONIC (W) ACID) 

=> s biphenyl 

L2 283086 BIPHENYL 

=> s 11 and 12 

L3 38 9 LI AND L2 

=> s sulphonyl or sulfonyl 

90 SULPHONYL 

740670 SULFONYL 

1 SULFONYLS 

740670 SULFONYL 

(SULFONYL OR SULFONYLS) 

L4 74 0690 SULPHONYL OR SULFONYL 

=> s 13 and 14 

L5 12 L3 AND L4 

=> s amino 

3710800 AMINO 
8625 AMINOS 
L6 3710800 AMINO 

(AMINO OR AMINOS) 

=> s 15 and 16 

L7 8 L5 AND L6 

=> s 2- 

L8 350825 2- 

=> s 17 and 18 

L9 0 L7 AND L8 

=> d 17 1-8 

L7 ANSWER 1 OF 8 REGISTRY COPYRIGHT 2002 ACS 
RN 361457-69-4 REGISTRY 

CN Phenylalanine, N- [ ( [1 , 1 - -biphenyl] -4 -ylmethoxy) carbonyl] -3- 

[ (phenylsulfonyl) amino]- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 3- (3-Benzenesulf onylaminophenyl) -2- (biphenyl-4- 
ylmethoxycarbonylamino) propionic acid 

FS 3D CONCORD 

MF C29 H26 N2 06 S 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L7 ANSWER 2 OF 8 REGISTRY COPYRIGHT 2002 ACS 
RN 3264 99-77-8 REGISTRY 

CN ^J^ ne ',™~ [ (4 ' " bromo f 1 ' 1 ' -biphenyl] -4-yl) sulf onyl] -2 -methyl - 

(9CI) (CA INDEX NAME) Y 
OTHER NAMES: 

FS 3D ( ?ONc5RD° biPhenyl " 4 ^ SUlf ° nylamino) "2-methylpropionic acid 

MF C16 H16 Br N 04 S 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L7 ANSWER 3 OF 8 REGISTRY COPYRIGHT 2002 ACS 
RN 222628-45-7 REGISTRY 

CN tl^l'-Biphenyll-S-propanoic acid, 6- (cyclohexylmethoxy) -5- 

NAME)" me thylamino)sulfon y 1 ] amin °]-, methyl ester (9CI) (CA INDEX 
OTHER NAMES: 

CN 3- (2- (Cyclohexylmethoxy) -3- ( ( dime thy 1 sulf amoyl) amino) -1,1' -bi P henyl-5- 
yl) propionic acid methyl ester p y ° 

FS 3D CONCORD 

MF C25 H34 N2 05 S 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 



MeO- C- CH2-CH2 



Ph 


CH 2 — 1 


!> 


~° 0 




x II 

NH- S- 
II 




0 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* * 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



L7 
RN 
CN 



ANSWER 4 OF 8 REGISTRY COPYRIGHT 2002 ACS 
222628-42-4 REGISTRY 

[1 , 1 » -Biphenyl] -3-propanoic acid, 6- (cyclohexylmethoxy) -5- 

OTHER NAM^ 1SUlf0nYl> ^^Y 1 ester <9"> (CA INDEX NAME) 

CN 3- (2- (Cyclohexylmethoxy) -3- ( (methylsulf onyl) amino) -1,1" -biphenvl-5- 
yl) propionic acid methyl ester 

FS 3D CONCORD 

MF C24 H31 N 05 S 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 



MeO- C-CH2~ CH2 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L7 ANSWER 5 OF 8 REGISTRY COPYRIGHT 2002 ACS 
RN 222628-38-8 REGISTRY 

CN [1,1 '-Biphenyl] -3-propanoic acid, 6 -butoxy- 5- [ (methylsulf onyl) amino] 
, methyl ester (9CI) (CA INDEX NAME) Y ;aminoj 

OTHER NAMES: 

CN a;id"^^"e^ir thylSUlf ° nyl) amin ° ) _1 ' 1 ' - bi P h - y l-5- y l,p r0 pionic 

FS 3D CONCORD 

MF C21 H27 N 05 S 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 




**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L7 ANSWER 6 OF 8 REGISTRY COPYRIGHT 2002 ACS 
RN 222627-13-6 REGISTRY 

CN [l,l'-Biphenyl]-3-propanoic acid, 6- (cyclohexylmethoxy) -5- 

OTHER NA^? in0>SUlf0nYl1 " (9CI) (CA INDEX NAME > 

CN 3- (2- (Cyclohexylmethoxy) -3- ( (dime thy lsulf amoyl) amino) -1,1- -biphenyl 
yl) propionic acid ^j-V"««yj- 

FS 3D CONCORD 

MF C24 H32 N2 05 S 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 



H02C- CH 2 -CH2 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L7 ANSWER 7 OF 8 REGISTRY COPYRIGHT 2002 ACS 
RN 222627-10-3 REGISTRY 

CN [1 , 1 - -Biphenyl] -3-propanoic acid, 6- (cyclohexylmethoxy) -5- 

rvPuvvlSZS? lsulfoa Y 1 ) amino] - (9CI) (CA INDEX NAME) 
UintjK NAMES: 

CN l:!l:iXnlT?el7 thOXY) ~ 3 ~ ( (methylsulf on ^> "I < * • -biphenyl-5- 

FS 3D CONCORD 

MF C23 H29 N 05 S 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 



Ph 


CH 2 — 




~° 0 




v II 

NH- S~ 
II 




0 




H02C-CH2-CH2 



**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L7 ANSWER 8 OF 8 REGISTRY COPYRIGHT 2002 ACS 
RN 222627-07-8 REGISTRY 

CN (9cJ "^S^x'Sr 0 " aC±d ' 6 " bUtOXy - 5 - [ (-thylsulfonyl, amino] ■ 

OTHER NAMES: 

CN 3- <2-Butoxy-3- ( (methylsulfonyl) amino) -1,1' -biphenyl-5-yl) propionic 

FS 3D CONCORD 

MF C20 H25 N 05 S 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 




* PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



=> s doyxcycline/cn 

L10 0 DOYXCYCLINE/CN 

-> s doxycycline 

LH 34 DOXYCYCLINE 

=> s doxycycline/cn 

L1 2 1 DOXYCYCLINE/CN 

=> d 



L12 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 



RN 564-25-0 REGISTRY 

CN 2-Naphthacenecarboxamide, 

4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 

3, 5, 10, 12, 12a-pentahydroxy-6-methyl-l, 11-dioxo-, (4S, 4aR, 5S, 5aR, 6R, 12aS) • 

(9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 
CN 2-Naphthacenecarboxamide, 

4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 

3, 5, 10, 12, 12a-pentahydroxy-6-methyl-l, 11-dioxo- (6CI, 8CI) 
CN 2-Naphthacenecarboxamide, 

4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 

3, 5, 10, 12, 12a-pentahydroxy-6-methyl-l, 11-dioxo-, [4S- 

( 4 . alpha .,4a. alpha . , 5 . alpha .,5a. alpha . , 6 . alpha .,12a. alpha . ) 1 - 

OTHER NAMES : * 

CN . alpha . -6-Deoxy-5-hydroxytetracycline 

CN . alpha . -6-Deoxyoxytetracycline 

CN . alpha . -Doxycycline 

CN 4- (Dimethylamino) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 5, 10, 12, 12a- 

pentahydroxy-6-methyl-l, ll-dioxo-2-naphthacenecarboxamide 
CN 5-Hydroxy- . alpha . -6-deoxytetracycline 
CN 6-Deoxy-5-hydroxytetracycline 
CN 6-Deoxyoxytetracycline 
CN Deoxymykoin 
CN Doxivetin 
CN Doxycen 
CN Doxycycline 
CN Doxytetracycline 
CN GS 3065 
CN Hydramycin 
CN Liviatin 
CN Monodox 

CN Oxytetracycline, 6-deoxy- 

CN Ronaxan 

CN Vibramycin 

CN Vibramycine 

CN Vibravenos 

FS STEREOSEARCH 

DR 7164-70-7, 7264-10-0, 10597-92-9 
MF C22 H24 N2 08 
CI COM 

LC STN Files: ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, BEILSTEIN* 

BIOBUSINESS, BIOSIS, BIOTECHNO, CA, CABA, CANCERLIT, CAOLD, CAPLUS, 
CASREACT, CBNB, CEN, CHEMCATS, CHEMLIST, CIN, CSCHEM, CSNB, DDFU, 
DIOGENES, DRUGNL, DRUG PAT, DRUGU, DRUGUPDATES, EMBASE, HSDB* , IFICDB 
IFIPAT, IFIUDB, MEDLINE, MRCK* , MSDS-OHS, NAPRALERT, NIOSHTIC, PHAR ' 
PHARMASEARCH, PROMT, RTECS* , SPECINFO, TOXCENTER, USAN, USPAT2 
USPATFULL, VETU 

(*File contains numerically searchable property data) 
Other Sources: EINECS**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 

Absolute stereochemistry. 




NH2 



**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 



2640 REFERENCES IN FILE CA (1967 TO DATE) 

39 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
264 3 REFERENCES IN FILE CAPLUS (1967 TO DATE) 
6 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



=> s propionic acid and amin? 
28006 PROPIONIC 
5473436 ACID 

7807 ACIDS 
5479119 ACID 

(ACID OR ACIDS) 
27829 PROPIONIC ACID 

(PROPIONIC (W) ACID) 
4948784 AMIN? 
L13 4267 PROPIONIC ACID AND AMIN? 

=> s 113 and biphenyl 

283086 BIPHENYL 
L14 75 L13 AND BIPHENYL 

=> s sulfonyl or sulphonyl 
740670 SULFONYL 

1 SULFONYLS 
740670 SULFONYL 

(SULFONYL OR SULFONYLS) 
90 SULPHONYL 
LIS 740690 SULFONYL OR SULPHONYL 

=> s 114 and 115 

L16 8 L14 AND L15 

=> d 116 

L16 ANSWER 1 OF 8 REGISTRY COPYRIGHT 2002 ACS 
RN 361457-69-4 REGISTRY 

CN Phenylalanine, N- [ ( [1 , 1 • -biphenyl] -4-ylmethoxy) carbonyl] -3- 
™, I (phenylsulf onyl) amino]- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 3- (3-Benzenesulfonylaminophenyl) -2- (biphenyl-4- 
ylmethoxycarbonylamino) propionic acid 

FS 3D CONCORD 

MF C29 H26 N2 06 S 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 




C02H O 

I II 

CH2~ CH- NH- C~ 0- CH2 




^PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



=> s propionic 
28006 
5473436 
7807 
5479119 

27829 

10978192 
8015767 
14 

8015767 
385118 
L17 621 



acid and 3-phenyl 

PROPIONIC 

ACID 

ACIDS 

ACID 

(ACID OR ACIDS) 
PROPIONIC ACID 

(PROPIONIC (W) ACID) 

3 

PHENYL 

PHENYLS 

PHENYL 

(PHENYL OR PHENYLS) 
3-PHENYL 

(3 (W) PHENYL) 
PROPIONIC ACID AND 3-PHENYL 



=> s amino 

3710800 AMINO 
8625 AMINOS 
SYSTEM LIMITS EXCEEDED - SEARCH ENDED 

The search profile you entered was too complex or gave too many 
tTrZZ* Simplify or subdivide the query and try again. If you have 
exceeded the answer limit, enter DELETE HISTORY at an arrow prompt 
^ to rem ° ve a11 Previous answers sets and begin at LI. Use the 
SAVE command to store any important profiles or answer sets before 
using DELETE HISTORY. • 



=> s 117 and amin? 

4948784 AMIN? 
L18 152 L17 AND AMIN? 

=> s phenyl and 118 

8015767 PHENYL 

14 PHENYLS 
8015767 PHENYL 

(PHENYL OR PHENYLS) 
L19 152 PHENYL AND L18 

=> s sulfonyl 

740670 SULFONYL 
1 SULFONYLS 
L20 740670 SULFONYL 



(SULFONYL OR SULFONYLS) 
7 5% OF LIMIT FOR TOTAL ANSWERS REACHED 

=> s 119 and sulfonyl 

740670 SULFONYL 

1 SULFONYLS 
740670 SULFONYL 

(SULFONYL OR SULFONYLS) 
L 21 17 L19 AND SULFONYL 

=> d 121 1-17 

L21 ANSWER 1 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 392692-16-9 REGISTRY 

CN oiSSoi^r ine K [ 1 J: [ ^-^^-l-Piperidinyl) sulfonyl] phenyl] amin 
nT»r D i^c Y Phenylmethyl ester (9CI) (CA INDEX NAME) 

uinbK NAMES: 

CN (2S) -2- [3- [4- (4-Formylpiperidine-l-sulfonyl)phenyl]ureido] -3- 
phenylpropionic acid benzyl ester 

FS STEREOSEARCH 
MF C29 H31 N3 06 S 
SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 



Absolute stereochemistry. 



OHC 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

.1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 2 OF 17 REGISTRY COPYRIGHT 2002 ACS 



RN 
CN 



392692-15-8 REGISTRY 

L-Phenylalanine, N- [ [ [4- [ [4- ( dime thoxyme thy 1) -1- 
^J^^*^ 11 ^ 11 ^" 1 " 1 ^ 1 !-' Phenylmethyl ester (9CI, 

OTHER NAMES: 

CN (2S) -2- [3- [4- (4-Dimethoxymethylpiperidine--l-sulfonyl)phenyl]ureido] -3- 
phenylpropionic acid benzyl ester Y ureiaoj J 

STEREOSEARCH 

C31 H37 N3 07 S 

CA 

STN Files: CA, CAPLUS, USPATFULL 



FS 
MF 
SR 
LC 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 3 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 367517-36-0 REGISTRY 

CN D-Tyrosine, N- [ [2- (heptylthio) -6-benzothiazolyl] sulfonyll -O- (3- 

phenylpropyl) - (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN (2R) -2- [ (2-Heptylthiobenzothiazole-6-sulf onyl) amino] -3- [4- (3- 
phenylpropyl)oxyphenyl] propionic acid 

FS STEREOSEARCH 

MF C32 H38 N2 05 S3 

SR CA 

LC STN Files: CA, CAPLUS 
Absolute stereochemistry. 



(CH 2 )3 




S Me 
(CH 2 )6 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 4 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 367516-82-3 REGISTRY 

CN D-Phenylalanine, N- [ [2- [ < cycl ohexy line thy 1) thio] -6- 

OTHER^E^ 20 ^ (9CI) (CA INDEX NAME > 

CN (2R) -2- [ [2- (Cyclohexylmethylthio) benzothiazole-6- 
sulfonyl]benzylamino] -3-phenylpropionic acid 

FS STEREOSEARCH 

MF C30 H32 N2 04 S3 

SR CA 

LC STN Files: CA, CAPLUS 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 5 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 367516-81-2 REGISTRY 

CN D-Phenylalanine, N- [ [2- (pentylthio) -6-benzothiazolyl] sulf onyl] -N- 

(phenylmethyl)- (9CI) (CA INDEX NAME) Y 
OTHER NAMES: 

CN (2R) -2- [ (2-Pentylthiobenzothiazole-6-sulfonyl)benzylaminol -3- 
phenylpropionic acid 

FS STEREOSEARCH 

MF C28 H30 N2 04 S3 

SR CA 

LC STN Files: CA, CAPLUS 
Absolute stereochemistry. 



H02C 




**PROPERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 6 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 367516-66-3 REGISTRY 

CN Phenylalanine, N- [ [2- (hexylthio) -6-benzothiazolyl] sulf onyl] - alpha 
methyl- (9CI) (CA INDEX NAME) ^ny± } .a±pna. 

OTHER NAMES: 

CN < +- . ) - 2 - [ (2-Hexylthiobenzothiazole-6-sulf onyl) amino] -2-methyl-3- 
phenylpropionic acid rayA J 

MF C23 H28 N2 04 S3 
SR CA 

LC STN Files: CA, CAPLUS 



C02H 0 
I II 

Ph-CH 2 "C-NH-S^^^^ s (CH 2 ) 5 -Me 

N 



Me 0 




-N 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 7 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 367516-52-7 REGISTRY 

CN D-Phenylalanine, N- [ [2- [ (cyclohexylmethyl) thio] -6- 

benzothiazolyl]sulfonyl]- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN <2R) -2- [ [2- (Cyclohexylmethylthio)ben 2 othia Z ole-6-sulfonyl]amino] -3- 
phenylpropionic acid 

FS STEREOSEARCH 

MF C23 H26 N2 04 S3 

SR CA 

LC STN Files: CA, CAPLUS 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 8 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 367516-51-6 REGISTRY 

CN ™? n y^ lanine ' N- [ [2- (hexylthio) -6-benzothiazolyl] sulf onyl] - 

(9CI) (CA INDEX NAME) * y J 

OTHER NAMES: 

CN acid" 2 ' E (2 " HeXylthiobenzothiazole - 6 -sulf onyl) amino] -3-phenylpropionic 

FS STEREOSEARCH 

MF C22 H26 N2 04 S3 

SR CA 

LC STN Files: CA, CAPLUS 



Absolute stereochemistry. 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 9 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 367516-49-2 REGISTRY 

CN D-Phenylalanine, N- [ [2- (pentylthio) -6-benzothiazolyl] sulf onyl] - 

(9CI) (CA INDEX NAME) * 7 J 

OTHER NAMES: 

CN (2R) -2- [ (2-Pentylthiobenzothiazole-6-sulf onyl) amino] -3- 
phenylpropionic acid 

FS STEREOSEARCH 

MF C21 H24 N2 04 S3 

SR CA 

LC STN Files: CA, CAPLUS 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 10 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 361457-69-4 REGISTRY 

CN Phenylalanine, N- [ ( [1 , 1 - -biphenyl] -4-ylmethoxy) carbonyl] -3- 
nniur Uphenylsulf onyl) amino]- (9CI) (CA INDEX NAME) 
OTHER NAMES : 

CN 3- (3-Benzenesulfonylaminophenyl) -2- (biphenyl-4- 

ylmethoxycarbonylamino) propionic acid 

FS 3D CONCORD 

MF C29 H26 N2 06 S 
SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 11 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 361456-48-6 REGISTRY 

CN ^W 0 ^ f • al Pha . -isocyanato-3- [ (phenyl sulfonyl) amino] - , 

OTHER NAMES : SS ' <- al P h a.R>- OCI) (CA INDEX NAME) 1 ' 

CN <R) -2-Isocyanato-3- ( 3 -ben zenesulf onylaminophenyl) propionic acid 
methyl ester 

FS STEREOSEARCH 

MF C17 H16 N2 05 S 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 12 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 361456-41-9 REGISTRY 

CN nCfSi ala ? ±n ^ *"{ f t4 ' [ C3 ~ [ <P hen Yl^lfonyl) amino ]phenoxy] methyl ]phe 

nyl]methoxy]carbonyl]- (9CI) (CA INDEX NAME) Jp 
OTHER NAMES: 

FS STEREOSEARCH 

MF C30 H28 N2 07 S 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE * PROP 1 FORMAT * * 



L21 

RN 

CN 



1 REFERENCES IN FILE CA (1967 TO DATE) 
1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

ANSWER 13 OF 17 REGISTRY COPYRIGHT 2002 ACS 
361456-40-8 REGISTRY 

OTHER NAMES^ ° <9CI) (CA IN ° EX NAME) »YJ-JPne 

CN £pnen^ " 

FS STEREOSEARCH 

MF C25 H26 N2 07 S 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 14 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 329363-56-6 REGISTRY 



CN 



Benzenepropanoic acid, . alpha . , . alpha . -dimethyl- . beta . - [ [ (4- 
L NAME^ n su lfonyl] amino] - , ethyl ester (9CI) (CA INDEX NAME) 



OTHER NAMES 



CN 



2,2-Dimethyl-3-phenyl-3- (toluene-4-sulfonylamino) propionic Acid Ethyl 
Ester ** 



FS 3D CONCORD 

MF C20 H25 N 04 S 

SR CA 

LC STN Files: CA, CAPLUS, CASREACT 



Me 



EtO- C- C~ CH- NH- S 




Me 



II 



0 Me Ph 



**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 

2 REFERENCES IN FILE CA (1967 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 15 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 292050-59-0 REGISTRY 

CN M^? nylalanineA N -< 2 -P henoxath iinylsulfonyl)- (9CI) (CA INDEX 
OTHER NAMES: 

FS J?EREOSES^^ onylamino) -3-phenylpropionic acid 

MF C21 H17 N 05 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 16 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 28415-52-3 REGISTRY 

CN L-Alanine, N- [ (4-methylphenyl) sulfonyl] -3- 

OTHER "ftffSf^ 11 - (9CI> (CA INDEX NAME) 

CN Propionic acid, 3- (oarboxyamino) -2-p-toluenesulf onamido- , N-benzyl 
ester, L— (8CI) ■* 

FS STEREOSEARCH 

MF C18 H20 N2 06 S 



CI COM 

LC STN Files: CA, CAPLUS 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1967 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

L21 ANSWER 17 OF 17 REGISTRY COPYRIGHT 2002 ACS 
RN 28415-51-2 REGISTRY 

CN D-Alanine, N- [ (4-methylphenyl) sulf onyl] -3- 

[ [ (phenylmethoxy)carbonyl] amino]- (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Propionic acid, 3- (carboxyamino) -2-p-toluenesulfonamido- , N-] 
ester, D- (8CI) 

FS STEREOSEARCH 

MF C18 H20 N2 06 S 

LC STN Files: CA, CAPLUS 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1967 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



=> s marimastat/cn 

L22 1 MARIMASTAT/CN 

=> d 

L22 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 
RN 154039-60-8 REGISTRY 
CN Butanediamide, 

N4- [ (IS) -2, 2-dimethyl-l- [ (methyl ami no) carbonyl] propyl] -Nl, 2- 

dihydroxy-3-(2-methylpropyl)-, (2S,3R)- (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 



CN Butanediamide N4-[2, 2-dimethyl-l- [ (methylamino) carbonyl] propyl] -Nl 2- 

OTHER NAMES? Xy " (2 " meth y 1 P ro Py 1 ) ~/ [2S- [N4 (R* ) , 2R* , 3S* ] ] - ™ * ^ 

CN BB 2516 

CN Mar ima stat 

FS STEREOSEARCH 

MF C15 H29 N3 05 

SR CAS Registry Services 

LC ST J»5i2f; ADISINSIGHT, ADISNEWS, BIOBUSINESS, BIOSIS, BIOTECHNO CA 
CANCERLIT, CAPLUS, CASREACT, CBNB, CEN, CIN, CSCHEM, DDFU DRUGNL 
DRUG PAT, DRUGU, DRUGUPDATES, EMBASE, IPA, MEDLINE, PHAR PROMT 
SYNTHLINE, TOXCENTER, USAN, US PAT FULL ' ' 

Other Sources: WHO 

Absolute stereochemistry. 
H 



t-Bu 



MeNH ^ 0 



i-Bu J 




^PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

84 REFERENCES IN FILE CA (1967 TO DATE) 

5 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
84 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



=> s prinomastat/cn 

L2 3 1 PRINOMASTAT/CN 

=> d 

L23 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 
RN 192329-42-3 REGISTRY 

CN 3-Thiomorpholinecarboxamide, N-hydroxy-2, 2-dimethyl-4- [ T4- (4- 
OTHER*^ OS,- (9CI) (CA INDEX NAME) 

CN 3-Thiomorpholinecarboxamide, N-hydroxy-2, 2-dimethyl-4- f T4- ( 4- 

pyridmyloxy) phenyl] sulfonyl]-, (S)- 
OTHER NAMES: 
CN AG 3340 
CN Pri nomas tat 
FS STEREOSEARCH 
DR 195008-93-6 
MF C18 H21 N3 05 S2 
SR CA 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

33 REFERENCES IN FILE CA (1967 TO DATE) 

33 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



=> s RS 130/cn 

L24 1 rs 130/CN 

-> d 



L24 

RN 

CN 



ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 
12633-21-5 REGISTRY 

Titanium alloy, base, Ti 89-94, Al 3.0-5.0,Mn 3.0-5 0 FE 0-0 SO n n n on n 
0-0. 15. N n-n Q7,H 0-0.0125 (UNS R56440) (9CI) (CA INDEX NAME ^ ^ 



OTHER NAMES: 


CN 


Aluminum 4, 


CN 


AMS 4 925 


CN 


C130AM 


CN 


Hylite 40 


CN 


IMI 314 


CN 


IMI.314A 


CN 


RS 130 


CN 


T-A4M 


CN 


Ti4A14Mn 


CN 


UNS R5 64 4 0 


AR 


39348-05-5 


DR 


12617-16-2, 


MF 


C . Al . Fe 


CI 


AYS 


LC 


STN Files: 



51570-08-2 
. H . Mn . 



N 



Ti 



ASMDATA*, CA, CAPLUS, US PAT FULL 
{*Fxle contains numerically searchable property data) 



Component 



====+= 



Component 
Percent 



Component 
Registry Number 



Ti 


89 


94 


Al 


3.0 - 


5.0 


Mn 


3.0 - 


5.0 


Fe 


0 


0.50 


O 


0 


0.20 


C 


0 


0.15 


N 


0 


0.07 


H 


0 


0.0125 



7440-32-6 
7429-90-5 
7439-96-5 

7439- 89-6 
17778-80-2 

7440- 44-0 
17778-88-0 
12385-13-6 



22 REFERENCES IN FILE CA (1967 TO DATE) 

22 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



=> s metasta/cn 

L25 0 METASTA/CN 

=> s metastat/cn 

L26 1 METASTAT/CN 

=> d 

L26 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 
RN 15866-90-7 REGISTRY 
CN 2-Naphthacenecarboxamide, 

tetrahydroxy-1, 11-dioxo-, 
OTHER CA INDEX NAMES: 
CN 2-Naphthacenecarboxamide, 

tetrahydroxy-1, 11-dioxo-, 
CN 2-Naphthacenecarboxamide, 

tetrahydroxy-1, 11-dioxo- 
OTHER NAMES: 
CN 
CN 
CN 
CN 
CN 
FS 
DR 
MF 
LC 



1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- 
(4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- 
[4aS- ( 4a . alpha .,5a. alpha . , 12a . alpha . ) ] - 
1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- 
(7CI, 8CI) 



4-De (dimethylamino) -6-demethyl-6-deoxytetracycline 
4-De (dimethylamino) sancycline 
CMT 3 
COL 3 
Metastat 
STEREOSEARCH 
15867-23-9 
C19 H17 N 07 

ST oTM n ^ S: ADISNEW S, BEILSTEIN* , BIOSIS, BIOTECHNO, CA, CAOLD CAPLUS 

SspAtfSll NL ' drugupdates ' embase ' promt, toxcen?er? USPAT2 

(*File contains numerically searchable property data) 



Absolute stereochemistry. 



H H 




NH2 



OH O OH O O 



^PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



63 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
63 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

4 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



=> s periostat/cn 

L27 0 PERIOSTAT/CN 



=> s neovastat/cn 

L 28 1 NEOVASTAT/CN 



=> d 



L28 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 

RN 305838-77-1 REGISTRY 

CN Neovastat (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN AE 941 

DR 360069-52-9 

MF Unspecified 

CI MAN 

SR CA 

LC STN Files: BIOSIS, CA, CAPLUS, TOXCENTER 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

4 REFERENCES IN FILE CA (1967 TO DATE) 

4 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

=> file embase biosis medline caplus usoatfull 

COST IN U.S. DOLLARS " " ' ' smQE 

FULL ESTIMATED COST 18<L82 ^ll™ 

FILE ' EMBASE ' ENTERED AT 17:31:01 ON 09 JUL 2002 

COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 17:31:01 ON 09 JUL 2002 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'MEDLINE' ENTERED AT 17:31:01 ON 09 JUL 2002 

FILE ' CAPLUS ' ENTERED AT 17:31:01 ON 09 JUL 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' US PAT FULL ' ENTERED AT 17:31:01 ON 09 JUL 2002 

CA INDEXING COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

=> s doxycycline or 15039-60-8/rn 

'RN' IS NOT A VALID FIELD CODE 

'RN' IS NOT A VALID FIELD CODE 

'RN' IS NOT A VALID FIELD CODE 

L29 26760 DOXYCYCLINE OR 15039-60-8/RN 

DISEASE 

=> s 130 and 129 

L31 7 L30 AND L29 

=> s 131 and py<2001 

2 FILES SEARCHED. . . 
L32 4 L31 AND PY<2001 

=> d 132 1-4 ab bib kwic 



L32 ANSWER 1 OF 4 EMBASE COPYRIGHT 2002 ELSEVIER SCI B V 

AB Toxin synthesis by Shiga toxin-producing Escherichia coli (STEC) appears 
°^ "regulated through induction of the integrated bacteriophage that 
encodes the toxin gene. Phage production is linked to induction of the 
oactenal SOS response, a ubiquitous response to DNA damage 
SOS-inducing antimicrobial agents, particularly the quinolones, 
trimethoprim, and furazolidone, were shown to induce toxin qene 

expression y 

in studies of their effects on a reporter STEC strain carrying a 
chromosome-based stx2::lacZ transcriptional fusion. At antimicrobial 
agents * required to inhibit bacterial replication, these 

are potent inducers (up to 140-fold) of the transcription of type 2 Shiaa 
patient? 11 "' therefore ' the * »hould be avoided in treating 9 * 

and Wlth P ° tential ° r confirm ed STEC infections. Other agents (20 studied) 

incubation conditions produced significant but less striking effects on 
llf transcription; positive and negative influences were observed 
SOS-mediated induction of toxin synthesis also provides a 
mechanism that could exacerbate STEC infections and increase 
dissemination 

of stx genes. These features and the use of SOS-inducing 

antibiotics in clinical practice and animal husbandry may account for the 
recent emergence of STEC disease. c^uunt ror tne 

AN 2000371056 EMBASE 

TI Toxin gene expression by Shiga toxin-producing Escherichia coli- The role 

of antibiotics and the bacterial SOS response! 
AU Kimmitt P.T.; Harwood C.R.; Barer M.R. 

Newcastle, Barer ' ° f Microbiolo 9y and Immunology, University of 

Medical School, Framlington Place, Newcastle upon Tyne NE2 4HH, United 
Kingdom, m.r.barer@ncl.ac.uk unmea 
SO Emerging Infectious Diseases, (2000) 6/5 (458-465). 

ISSN: 1080-6040 CODEN: EIDIFA 
CY United States 
DT Journal; Article 
FS 004 Microbiology 

037 Drug Literature Index 

052 Toxicology 
LA English 
SL English 

TI Toxin gene expression by Shiga toxin-producing Escherichia coli: The role 

of antibiotics and the bacterial SOS response! 
SO Emerging Infectious Diseases, (2000) 6/5 (458-465) 
Refs: 32 ' " 

ISSN: 1080-6040 CODEN: EIDIFA 
AB : K \ •. throu 9 h induction of the integrated bacteriophage that encodes 
the toxin gene. Phage production is linked to induction of the bacterial 
SOS response, a ubiquitous response to DNA damage. SOS bacterial 
trimethoprim? 9 antimicrobial a 9 ents ' Particularly the quinolones, 

and furazolidone, were shown to induce toxin gene expression in studies 



of 



the 



ft\ i * (2 ° studled > and incubation conditions produced 
significant but less striking effects on stx2 transcription; positive and 
negative influences were observed. SOS-mediated induction of P ° SltlVe and 
toxin synthesis also provides a mechanism that could exacerbate STEC 
infections and increase dissemination of stx genes. These features and 



use of SOS-inducing antibiotics in clinical practice and animal 
husbandry may account for the recent emergence of STEC disease 
Medical Descriptors: «aoe. 
*gene expression 
^Escherichia coli 
*SOS chromotest 
toxin synthesis 
bacteriophage 
DNA damage 
gene induction 
genetic transcription 
Enterobacter infection 
disease exacerbation 
reporter gene 
nonhuman 
article 
*Shiga toxin 
^antibiotic agent 

quinoline derived antiinf ective agent 

trimethoprim 

furazolidone 

novobiocin 

metronidazole 

cef alexin 

amoxicillin 

amoxicillin plus clavulanic acid 
ampicillin 

piperacillin plus tazobactam 

imipenem 

aztreonam 

cefuroxime 

ceftazidime 

cefotaxime 

f osf omycin 

polymyxin B 

gentamicin 

chloramphenicol 

doxycycline 
erythromycin 
rifampicin 

644RS (ceft f 2 ^ ime > 72558-82-8; (cefotaxime) 63527-52-6, 

64485-93-4; (fosfomycm) 23155-02-4; (polymyxin B) 1404-26-8, 1405-20-5- 

2ltl IT?"™ 7?V 8 ;2' 1403 " 66 - 3 ' 1^05-41-0; (chloramphenicol, lL-So-7, 

llVJtr?' 56 " 75 " 7 ' (doxycycline) 10592-13-9, 17086-28-1, 

564-25-0; (erythromycin) 114-07-8, 70536-18-4; (rifampicin) 13292-46-1 
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rLeaL b fnrn,^T d K hat SU9ar aCld SaltS "P"*ent beneficial controlled 
release forms for basic organic drug compounds. Examples of appropriate 
salts include mono, di, oligo and polysaccharide poly-O-sulphonic a^id 

Drug salts 

Dyrsting, Hjarne, Virum, Denmark 
Koch, Torben, Copenhagen, Denmark 
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US 6077822 20000620 ' 
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SUMM^ The disaccharide sulphonic acids are especially preferred in 
particular ' 

the sucrose sulphonic acids such as sucrose-octa-O-sulphonic acid ( 
SOS ) . 

DRWD FIG. 1 is a plot of dissolution rate for doxycyclin. SOS salt 

according to the invention compared with the commercial product 
Vibramycm, K 

DET ° "k ; *n ^ ? r ! sent inv ention is the sulphate octa-ester of sucrose, 
. beta . -D-f ructof uranosyl- . alpha . -D-glucopyranoside octakis (hydrogen 
sulphate), hereinafter referred to as sucrose-octa-O-sulphonic acid or 

DETD SOS may be prepared by sulphating sucrose with sulphur 

trioxide in pyridine. SOS forms crystalline, water soluble 

sodium, potassium, caesium, rubidium and ammonium salts as reported bv 

Ochi (supra) . * y 

DETD SOS also forms an aluminum salt, C. sub. 12 H. sub. 54 Al sub 16 

O. sub. 75 S sub.8, which is known as sucralfate. This aluminum salt may 
be prepared by reaction of SOS with aluminum hydroxide (see 
U.S. Pat. No 3,432,489 (Chugai) ) and is widely used for the treatment 
or gastric ulcers, its. 

DETD By way of example the aminoglycoside SOS salts can be 
represented by the formula 

DETD The salts with SOS are crystalline and particularly preferred. 
These can be described by the following formula- 

DETD By way of example, a soluble aminoglycoside (e.g. kanamycin A) may be 
dissolved in water and a solution of SOS may be added thereto. 
The drug: sugar acid salt separates out as a syrup which can be 
crystallized from ethanol. 

DETD hwH^M exam P le ' to a solution of a tetracyclin (e.g. doxycyclin) in 

hydrochloric acid there may be added an aqueous solution of SOS 
n „ Tn -sodium salt. The drug: sugar acid salt precipitates out. 
DETD Doxycyclin SOS Salt 
DETD Doxycyclin SOS Salt 
DETD Doxycyclin SOS Salt 

DETD hh 3 !Sn m \ W n t ? r ' With 18,5 g (4 ° mmol) d °*ycylin monohydrate 

dissolved in 400 ml 0.1 M HC1, precipitation of doxycycline 

S K Cr ? S fn° CtaSUlphate takes place - The reaction mixture is stirred for 
about 60 mm at 25. degree. C, filtered, washed with 3. times™ 

DETD In a first experiment, the tobrymycin-SOS salt from Example 12 

containing 44% tobramycin, was tested. As a reference, a physical 
mixture of sucralfate 5 6% /tobramycin 44% was. 

DETD 

Test Substance Buffer a. pH 2.0 

Buffer b. pH 7.4 



SOS-tobramycin salt 




59% 


31% 


from Example 12 




SOS/tobramycin 8% 


1% 


physical mixture 56:44 





Test Substance Buffer a. pH 2.0 ' 

Buffer b. pH 7.4 



SOS - Al - 1 obr amy ci n 




61% 


65% 


salt from Example 16 




Sucralfate 94.4%- 




40% 


50% 


tobramycin 5.6% 




physical mixture 





DETD Cyclobenzaprine-SOS : 

DETD Diltiazem-SOS: 

DETD Erythromycin-SOS : 

DETD Nortriptyline-SOS : 

DETD Noscapine-SOS : 

DETD Polymyxin-SOS : 

DETD Quinidine-SOS : 

DETD Vancomycin-SOS : 

DETD Verapamil-SOS: 

L32 ANSWER 3 OF 4 US PAT FULL 
AB 



A method for detecting a tetracycline efflux pump inhibitor in the 
presence of tetracycline using a reporter gene system There t£e £etA 
promoter directs transcription of a reporter gene (lacZ) while tJe LtA 
is under the control of the tet repressor encoded by the teli gene is 
SrS?! Th - ^thod uses a cell having a report e/gene system where 
the tetA promoter directs transcription of a reporter gene^lacZ) and 

active efflux system in which relatively modest levels of the efflux 
protein encoded by the tetA gene are produced in a constitute manner 
i.e., not under the rnni-r-oi ^-f 4--+- , . . uul -- LVC "iduner, 



will 



not under the control of the tet repressor encoded by" he TetK 
gene. Test samples which are inhibitors of the TetA efflux protein will 
allow accumulation of tetracycline inside the cells at levels which 

induce expression of the tetA-lacZ transcriptional fusion to give a 
positive signal. A microorganism is also described which is refractorv 
to induction by DNA damaging agents and comprises (1) an indicator leL 
fused to a tetA promoter, as a single- or low-copy number genef (2) T 

sensi?IvItv X ?o e ?n ed * 1 ?" l6VelS ' «* - level proving a 

sensitivity to 10 ng or less of tetracycline, and (3) a constitutive 
gene encoding a tetracycline efflux pump. constitutive 
AN 1998:91819 US PAT FULL 

™ Tetracycline-efflux pump inhibitor screening methods 
IN Rothstein, David Michael, Pomona, NY, United States 

Guay, Gordon Gerald, Harriman, NY, United States 
corporatTonr 3 " Cyanamid Com P anv ' Madison, NJ, United States (U.S. 
PI US 5789188 19980804 

AI US 1996-644931 19960513 (8) 

RLI Continuation of Ser. No. US 1994-218875, filed on 25 Mar 1994 



now 



g abandoned which is a continuation of Ser. No. US 1991-803634, filed on 

Dec 1991, now abandoned 
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DETD . . . of the CI gene that causes the Ind-phenotype (13), resulting 
a failure of .lambda, to be induced by the SOS system. After 

Sysrsr ;:«:' y cu„is d " utation - the * ****** 

DETD . liquid assay is capable of detecting all tetracyclines 

include^"" Y kn ° Wn t0 haVS antib ^terial activity. These compounds 

tetracycline chlortetracycline, minocycline, doxycycline, 
6-dxmethyl chlortetracycline, and 6-deoxy-6-dimethy? tetracycline 
Anhydro derivatives of tetracycline can also be detected, consistent 
with previous results (11). ' consistent 

L32 ANSWER 4 OF 4 US PAT FULL 

AB A salt of sucrose-octa-O-sulfonic acid and a tetracycline useful in 
inhibiting protein synthesis of bacteria y useful in 

AN 96:65545 US PAT FULL 

35 Salts of tetracyclines 
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AI US 1994-265193 19940624 (8) <_ ~ 
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SUMM doL^I?- r H lat6S t0 SaltS ° f tetracyclines, especial^" 

doxycycline, and a process for the preparation thereof .The 



IN 
PA 



SUMM 
SUMM 
is 

SUMM 



the new salts and. 

The new salts comprise sucrose-octa-O-sulphonic acid and a tetracycline 
antibiotic with doxycycline being preferred. tetracycline 
. . . more than 50 years, the tetracyclines have been used as 
antibiotics. An especially valuable member of the tetracycline family 

doxycycline. This broad-spectrum antibiotic was first 

vEra^ycin^.? 962 ^ ^ ^ ^ 

Doxycycline is available in several different salts: 



Doxycycline monohydrate, doxycycline hydrochloride 

(hyclate), doxycycline carrageenate, doxycycline 
on calcium and doxycycline phosphate (fosfatex) . 
SUMM Doxycycline shares its mode of action with other 
inhibition" 0 ^ 11063 ' Inhibition of ba cterial protein synthesis. The 

il 30^r?hf ed trough inhibition of . . . to 70S ribosomes but also 
of tht tT S T^- The . inhl ^tion only leads to a bacteriostatic effect 
of the tetracyclines including doxycycline. Tetracyclines are 
active against a broad range of both gram positive and gram negative 
bacteria, aerobes as well as anaerobes. Inall cases exLlneS? 
doxycycline was found as effective as tetracycline and for 

B:cte r rL^ a re;^st^nce e \: 0r ^ effeCtiVe tetrac ^i- Kunha 1982). 

SUMM Most tetracyclines are incompletely absorbed and their absorption is 
dependent on the concomitant food intake. Absorption of PC1 ° n 13 

fnt^r^ivin/SB;.^ 16 ' 6 (?3 " 95%) in **»*»>t of food 

SUMM The pharmacokinetic parameters of the different salts (hyclate 

monohydrate, carrageenate) of doxycycline do not significantly' 
several standard conditions (Saivin 1988, Grahnen 1991) and 

OI „ comparative studies are found in the literature. 

Doxycycline undergoes enterohepatic recycling-as first 
suggested by Gibaldi 1967, and later confirmed in pharmacokinetic 
profiles obtained by Malmborg 1984 and Nguyen. . .secondary oeak in 
serum concentration due to reabsorption occurs around 10 to l^hSurs 
after administration. Not all reports on doxycycline 

^acr 9 ^ 1 ?^ 1 " 6 thS secondar y P^k, this can either be due to the 
qhmm It ^ at few sam P les ar e collected around the. . . 
SUMM The relative long half life of doxycycline in combination with 

enterohepatic recycling leads to accumulation after multiple dosinq of 
doxycycline. The terminal half life is up to 22 hours and 9 

von r Wi f t°t r :n^^9 a 4 day d ° Sa9e ° f d °*^ cli - is P°»sible (Schach 
SUMM Two factors have been reported which influence the pharmacokinetics of 

doxycycline. The pH in the stomach (Grahn en 1991) and COKlnetlcs of 
qnMM ? on ? omitan t administration of oral antacids (Nguyen 1989) 
SUMM An increased pH of the stomach (Bogardus 1979b) decreases the 

bioavailability of doxycycline monohydrate whereas 

doxycycline hyclate and doxycycline carrageenate 
criMM dissociation and absorption are independent of pH. 
SUMM The increased pH in the stomach after omeprazole administration is 

expected to slow down the dissolution of doxycycline Stratl ° n 15 
criMM monoh y dra te and thereby decrease its absorption. 
SUMM The very long terminal half life of doxycycline is nicely 

demonstrated in the study of Nguyen 1989 where the 36 and 48 hours 

sidles" 3 ! 5S™ d in t0 — y ^er pharmaceutic 

SUMM Doxycycline is lipophilic and is widely distributed in the 

a a nh? S HHr^ ? 0nC ^ trati0nS 3re f ° Und in renal ti^ue and 
gallbladder /bile. Therapeutic and. . . of ampicillin are-found in 

IK? Itr.TnTsl^itt'ut t0 ^i 1S ' ^f 31 P ° lyP " and i^ tis f sue d (Junha 
saivin 1988). The Use of doxycycline in upper 

qr,MM ^ espira t° r y tr act infections is therefore rational. 

SUMM Doxycycline is not metabolised in humans (Saivin 1988) It is 

uTnJ ^r^cvcl' 36063 ^ fP^i-tely 20% can be 'recovered in 
urine. The doxycycline excreted in faeces is probably bound in 
by a way that makes it inactive, as the intestinal flora is not affected 



SUMM 

but 

SUMM 



doxycycline treatment (Cunha 1982). 
SUMM Doxycycline is generally reported to be well tolerated (Cunha 

SUMM Doxycycline was first introduced into clinical practice in 
1968 as the HC1 salt, called doxycycline hyclate. This salt 

SlJ°SSi;f!f- in 'fi^ 3 ° r Ca P sules - However, it was soon shown that 
these formulations had serious side effects. In a study of adverse drua 
reactions from antibiotics, 35/113 (31%) of patients treated wUh 9 
doxycycline hyclate after questioning reported nausea and 
vomiting 0 ™^ 1119 {6 ' 4%) Spontaneousl y reported nausea and 

These frequencies where 3-fold higher. 

Another side effect of doxycycline hyclate is esophageal 
ulceration, if the capsules for some reason do not reach the stomach 

remain in the oesophagus. 

do™™i° n ^ ^ h6 f e P£ oblems has been attempted by the introduction of 
doxycycline hydrate (base) . This new formulation has eliminated 

bioavaiCbTlity° ned SffeCtS ' bUt Lt S °° n b6Came a ^ nt that the 

l h AL C tL be , ex P ia t nedb y the lack of acid production in the stomach 
SUMM 9 u °5 ^ dUCed disSolution of doxycycline hydrate. 

antariH, ^m"? either ach l°rhydria or due to the intake of 
antacids, H2-blockers, omeprazazole or the like, antibiotic treatment 
with doxycycline hydrate gives an unacceptable low treatment 
bioavailability. 

SUMM One solution to this problem has recently been suggested by the 
introduction of doxycycline carrageenate, which has a 
satisfactory bioavailability in subjects with elevated gastric pH In 
subjects with normal pH conditions in the stomach, the use of 
doxycycline carrageenate has no advantages due to the 
spontaneous cleavage of doxycycline carrageenate into 
doxycycline H and carrageenate ion. 

SUMM A study of cats (EP 091 409) showed that doxycycline 

^"h!!^^ d ? 6S ^ r6SUlt in oes °P ha gus ulcerations. No human safety 
data has been found on doxycycline carrageenate. To the best 

w!fh U Ho ? dg6 ' n ° ° r V6ry fSW clinical studies have been performed 

with doxycycline carrageenate and therefore a specific side 
effect profile of this doxycycline salt is not available 
tlt-ZS 9 ? lffe £ ent Pharmaceutical preparations of doxycycline, 
attempts have been made to achieve a controlled release effect 

i°? t0 aforementioned problems is the use of film'coated 

li+l ? \ fo ™ ulat ion with doxycycline hyclate was developed 
with less tendency to disintegration in the oesophagus (Delphre 1989) 
An enteric coated pellet formulation of doxycycline P ' ' 

(Doryx. RTM. , Doxylets . RTM. ) has been developed to prevent the total 



SUMM 
SUMM 



dose 



SUMM 
SUMM 



of doxycycline hyclate dissolving in a small area of the 
stomach Such formulations have been shown to have a reduced 

SHEETS S, 5 °l- D eile; f 5 ' 0 ^ J" 1 ' 3nd an Uncha ^ ed bioavailability 
(wiiiiams 1990). A pellet formulation does not have an automaticall v 

unchanged bioavailability. In a doxycycline pellet formulation y 
developed at the University of Nanking, China it was found that 200 mo 
of the pellet formulation were bioequvivalent to 100 mg of the standard 
doxycycline hyclate formulation (Qiu 1986) standard 

Jnn^o?f 6 ; 3 ? e6d eX±StS f ° r a dox y<=ycline formulation with 
controlled release properties. 

fermen^M™^? t0 * 9r °e? ° f ant ibiotics which are manufactured by 

various Streptomyces species. The most widely used are 
doxycycline, oxytetracycline, chlorotetracyclines and 



SUMM 
SUMM 



SUMM 



name 



W«n£ n f nber ° f semis y nth etic tetracycline are known, for 

instance methacyclme and minocycline. The most widespread of these 

!!™™ y ? ? 1C ^ et " c y clines i» • alpha. -deoxy-5-hydroxy-tetracycUne ( 
doxycycline , wh 1C h is manufactured by a 3-step synthesis with 

3?200*"9 " Starting mater ^l as described in U.S. Pat. No. 

SUMM i?;/;'," N °; 3 k 927 ;° 94 t0 VUlax discl °ses the manufacture of alkali 
metal polymetaphosphate complexes of doxycycline; This salt is 
characterized by its high solubility in water 
In GB 2.088.864 to Villax, doxycycline mono-sodium- 

improeerK: D ilit S y diSClOSed ' ^ ^ ""er-soluble and has 

The subsalicylate of doxycycline is known from GB 1,305,860 

used in SrS« eUtiC J: ™ S S f t ^."P-^ly so ^ble in water and is 
used in the doxycycline manufacturing process. The 

^ sulfo-salicylic acid salt has no clinical use, as sulf osalicylic acid 

not accepted for medicinal use. 
SUMM In EP 91.409 Kabi Vitrum a complex between doxycycline and 
with Carrageenan 15 disclosed. Carrageenan is a sulphated polysaccharide 

a molecular weight from 100,00 to 100,000. This complex is insoluble in 
water. By dissolution, it is shown that the doxycycline insoluble in 
hydrocarrageenate complex releases the active substance at the same 
rate-as doxycycline hyclate in the gastric juice 
Useful antibiotics of this group consist of tetracycline itself 
doxycycline, oxytetracycline, chlorotetracycline, metacycline 
and minocycline. Especially valuable is doxycycline, which is 
a 6-deoxy derivative of oxytetracycline with the following chemical 

3 n 5 lo^fU ## ST f 2## 4-dimethylamino-l, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 5, 10, 12, 12a-pentahydroxy-6-methyl-l, ll-dioxo-2 
-naphthacenecarboxamide 
monohydrate. 

l U f m ■ ■ ■ a tetracyclines antibiotic in water with an aqueous solution 

ra r °?ne O d^ 0_S V lphOni ?, aC i d - Particularl y Preferred is a method where 
e.g. the doxycycline salt of sucrose-octa-O-sulphonic acid 
which has the general formula: 
SUMM [sucrose-octa-0-sulphate.sup.8- ]- [doxycycline H. sup. + 
] .sub. 8, x H.sub.2 0] H 
hereinafter referred to as doxycycline sucrose octasulphate, 
is produced by treatment of a solution of doxycycline in 

a5d°sodi^ C saiJ d *" aqUS ° US S ° 1Uti ° n ° f su crose-octa-0-sulphonic 

Doxycycline sucrose octasulphate contains about 70% (10% 
water) . doxycycline and this makes the salt well suited for 
preparation tablets of a suitable size. 

... the individual needs of each patient and-administration's 
preferences. The dose will be on the same level as normally useS for 
doxycycline, which generally ranges from 100-400 mg/day 
The dissolution properties of the doxycycline sucrose 
SS^Kfn acC0 ^ ng to the invention can easily be demonstrated by 
the method described in example 6. It is surprising that the new salts 
have the same dissolution properties as knowS formulations in whicJ 
doxycycline is bound to polymers with high molecular weight, as 
tor instance carrageen. = 

f«™ i\ ^ l5 ° be US6d locall y on the sk in, or mucous membranes 
formulated as creams, lotions, ointments or gels. As an example, 
doxycycline sucrose octasulphate is well suited for insertion 



SUMM 

SUMM 
SUMM 
SUMM 



SUMM 



SUMM 

DRWD 
DRWD 
DRWD 
DRWD 

DETD 



DETD 



DETD 



DETD 

DETD 
DETD 

DETD 



DETD 
aq. 



DETD 
DETD 
with 



and 

DETD 

DETD 



perodontUis^In^ Pe "° d ° ntal pocket of an individual suffering from 
The invention further relates to the use of a salt of 
sucrose-octa-O-sulfonic acid and a tetracycline, preferably 
doxycycline, for the preparation of a medicament. 
FIG. 1 shows a DSC scan for doxycycline sucrose octasulphate 
showing a characteristic endothermic peak at about 130. degree. C; 
FIG. 2 shows the infrared spectrum of doxycycline sucrose 
octasulphate; 

FIG. 3 shows the NMR spectrum of doxycycline sucrose 
octasulphate; and - ~ ^ 

ioo'ma'tabfpS 6 Kf^T re l eaSe of antibiotic against time for three 
d~Lf ■ ' containing vibramycin, the second containing 

doxycycline sucrose octasulphate salt and Tween and the third 
containing doxycycline sucrose octasulphate salt without 
Tween. 

i?'n ? M ( ^ 1 mrtl °l ) _ dox y c y cl ine monohydrate is dissolved in 400 

SiS'S J « o Y addition of 6 - 5 9 (5 «D< sucrose-octa-O-sulphonic 
^ ; Sub ' 8 ' 8 ac J- dissolved in 300 ml water, precipitation 0 / n ° niC 
doxycyclme sucrose octasulphate takes place. The reaction 

3^.50 tHlr ed f0r : 6 ° ^ ^ 25 - degree ' C " filtered < -shed with 
DSC: (FIG. 1) Doxycycline sucrose octasulphate shows a 

characteristic endoterm peak at about 130. degree. C. The substance does 
not have a welldefined melting point, . . Qoes 
Stoichiometric proportions: In the batches produced, the content of 
water was found to be about 10%. The content of doxycycline 
was found to be about 77%, calculated with referenceto the dried 
substance This content of doxycycline indicates that Smoles 
of doxycycline complexes with 1 mole of sucrose-octa-O- 
sulphonic acid. 

The IR and NMR spectra for doxycycline sucrose octasulphate 
are shown in FIGS. 2 and 3. p e 

Signal originating from doxycycline; 

20 5 g doxycycline hyclate (40 mmol) is dissolved in 400 ml 

18 s r „ a Mn Wlth i y i r r ° US stirrin 9- 100 m of the acid solution of. . 
™f n ?mS, i'u dox Ycycline monohydrate is dissolved in 400 
ml 0.1M HC1 and by titration with 100 ml 0.05M (5 mmol) 
sucrose-octa-O-sulphonic acid precipitation of doxycycline 

To r Tn °2 a ?S Ph ?. ?. takeS PlaCe - ThS reac tion mixture is stirred for 
-60 min. at 25C, filtered, washed with 3. times. 50 ml water 

• • ' of 6 - 5 9 (5 mmol) sucrose-octa-O-sulphonic acid Na.sub.8, 8 

dissolved in 300 ml water, with 18.5 g (40 mmol) doxycycline 
monohydrate dissolved in 400 ml 0.1M HC1, precipitation^ of 
doxycycline sucrose octasulphate takes place. The reaction 
™.50 ml^ 1 " 60 min - 3t 25 - deg — C - filt -ed, washed with 

Dissolution of doxycycline sucrose octasulphate- 

- • - used in accordance with USP XXII, p. 1579, (apparatus II), 
900 ml 0.1N HC1. One tablet containing 150, mg doxycycline 

in C ?hrH° Cta f U ^ hate (6qUal t0 105 m * doxycycLnerS placed 
in the dissolution apparatus. Samples are taken after 5, 10, 20, 



60 minutes and diluted. 

The results are compared to samples of Vibramycin . RTM 
which contains doxycycline carrageenate 
TABLE I 



30, 



from Pfizer, 



Comparison of Vibramycin and Doxycycline SOS tablets 100 mg 

Doxycycline- 

Doxycycline- 
11 ™ e SOS with SOS without 

(minutes) 

Vibramycin Tween Tween 



o ~o~ o o 

5 37.45 45.89 42.02 

10 56.06 56.12 57.22 

20 76.75 73.31 79.54 

30 88.08 81.42 91.06 

60 98.67. . . 

DETD Bogardus JB, Blackwood RK (1979) Dissolution rates of 

^llM-nsf! 66 hydrOGhloride salts « J Pharm Sciences 

DETD Cunha BA, Sibley CM, Ristuccia AM (1982) Doxycycline 
Therapeutic drug Monitoring 4, 115-135 " 

797-800. 
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Delphre G, Kadish U, stahl B (1989) Induction of esophageal injuries bv 
7?^oS 6 ° ther PillS - Di ^ estive diseases and Sciences ?4 

Gibaldi M (1967) Pharmacokinetics of absorption and elimination of 
doxycycline in man. Chemoterapia 12, 265-271 «i^inauon ot 

£ SwedeS Ph«-acia) in comparison. Internal study report, 

DETD K^2irts^^^ tt i »*'iisr-' 

Monohydrate A comparison with equivalent doses of doxycycline 
hydrochloride. Chemotherapy 30, 76-80 aoxycycixne 

aSacid^" VX ' ^ ° E ' Gill±kin S ' Schenta 9 (1989) Effect of oral 



DETD 
of 



DETD 



administration on the pharmacokinetics of intraveneous 
doxycyclxne. Antimicrob. Agents Chemother. 33, 434-436 
Qiu Y-H, Tu X-D, Mao F-F (1986) Development and pharmacokinetic study 

sustained release doxycycline hydrochloride pellets Acta 
Pharmaceutic Sinica 21, 370-376. 

Saivin S, Houin G (1988) Clinical pharmakokinetics of 
355^366 minocycline - Clinical Pharmakokinetics 15, 



DETD opu:c c „irLSL te sr,ipp 1 9 ! 4 Lr5™o cou " etics ° f 

DET ° J^.^XS? SS-« tolarancs 



DETD 



qt-ndt/ t^)h^ * v-^-^ doxycycline tolerance 

nM??h InC t dS " Ce ° f nausea after doxycycline administration to 
healthy volunteers: A comparison of 2 formulations (Dorvx- vs 
Vibramycin 1 ). Eur J Clin Pharmacol 40, 419-421 

Willrams DB O'Reilly WJ, Boehm G, Story MJ (1990) Absorption of 
doxycyclxne from a controlled release pellet formulation The 

dL f po U s e ition Of li?l3-i05!° aVailability - ^--euticsTDrul 
CLM What is claimed is: 

3. A salt according to claim 2, wherein "TC" is selprtPH fr„ m *-v^ 

chiororT ° f tetracycline, ^tetracycline, ^ ^ ^ 

chlorotetracyclme, metacycline and minocycline. 

4. A salt according to claim 3, wherein "TC" is doxycycline. 
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9. The method of claim 7 wherein a tetracycline is selected from the 
group consisting of doxycycline, tetracycline, 

oxytetracycline, chlorotetracycline, metacycline and minocycline. 

10. The method of claim 9 wherein a tetracycline is doxycycline 

JeipJl 1 !/^™ 3 ^^ 1 " 1 com P° sition of claim 5 wherein a tetracycline is 
selected from the group consisting of doxycycline, 

minocySine 6 ' ° Xytetrac y cline ' chlorotetracycline, metacycline and 

13. The pharmaceutical composition of claim 12 wherein a tetracycline 
doxycycline . 
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ANSWER 2 OF 2 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC 
Monocrotalme (MCT) , a pyrrolidine alkaloid, is a prototypical toxin 
that causes hepatic venoocclusive disease (VOD) . An important r ! lt 
in monocrotaline-induced VOD is the rounding up of sinusoid^ SSShSXJ 
embolics ^sequent dissection of the sinusoidal lining, which 

i™°J. he * SinUSOi nt\ TheSe 8VentS P reced e the clinical manifestations of 

° CCUr Z 2 hrs after MCT treatment. The loss of sinusoidal 
Th^ 9 It 2 SUggests a Possible role for matrix metalloproteinases (MMPs) 
This study examines whether MMPs contribute to sinusoidal damage byH?i' 



Sprague-Dawley rats, 270 g, were treated with 160mg/kq MCT i a on rt*w n 
For MMP inhibition studies, rats were given 15mg/kg doxycycUne (DOX? 

mRN^ anff ^V® S ri ° r t0 the MCT treatment. Measurements if mP 

mRNA and activity were done 48 hrs after MCT treatment (day 2) . MMP inRNA 
synthesis was assessed by RT-PCR and Taqman assays. MMP activitv in 
was measured by zymography. Ten to 17-fold increase in MMP-9 activitv was 
detected by zymography on day 2 compared to control Uver whereal 

R?4lTln*\T P ~ 2 W6re i SSS tW ° f ° ld - MMP " 9 mRNA lev4lf detected by 

DOX qman W6re 4 t0 24 f ° lds higher on da y 2 than in controls. 

treatment prevented histologic evidence of VOD on days 4 and 6 DOX 
analogues that do not inhibit MMPs had little or no effect on VOD? DOX 

indicSng 1 '" ^ ^ ^ leV6lS <^ermined by zymography 

cSndir?onfH ? did .™* inhib±t MMP ^"thesis. Note that zymography 
effect in S enzyme-inhibitor complexes and cannot deLct the 
f/on inhibitors on enzymes. These data suggest that in MCT-induced 

VOD, increased MMP-9 activity may contribute to the destruction^ of 



hepatic 

sinusoids 



